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Guidance for Industry1 1 
 2 

Compounded Drug Products That Are Essentially Copies of 3 
Approved Drug Products Under Section 503B of the Federal Food, 4 

Drug, and Cosmetic Act 5 
  6 

 7 
This draft guidance, when finalized, will represent the current thinking of the Food and Drug 8 
Administration (FDA or the Agency) on this topic.  It does not create any rights for any person and is not 9 
binding on FDA or the public.  You can use an alternative approach if the approach satisfies the 10 
requirements of the applicable statutes and regulations.  To discuss an alternative approach, contact the 11 
FDA staff responsible for this guidance as listed in the title page.   12 
 13 

 14 
 15 
I. INTRODUCTION AND SCOPE  16 
 17 
For a drug product compounded by an outsourcing facility to qualify for the exemptions under 18 
section 503B of the Federal Food, Drug, and Cosmetic Act (FD&C Act or Act), it must not be 19 
“essentially a copy of one or more approved drug products,”2 and must meet the other conditions 20 
in section 503B.3  This guidance sets forth the FDA’s or policies concerning the essentially a 21 
copy provision of section 503B.4  22 
 23 
In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  24 
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 25 
as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 26 
the word should in Agency guidances means that something is suggested or recommended, but 27 
not required.  28 

                                                 
1 This guidance was prepared by multiple offices in the Center for Drug Evaluation and Research, in consultation 
with the Office of Regulatory Affairs at the Food and Drug Administration. 
2 See section 503B(a)(5). 
3 See section 503B(a)(11). 
4 This guidance does not apply to drugs compounded for use in animals, to biological products subject to licensure 
in a biologics license application, or to repackaged drug products.  For proposed policies pertaining to compounding 
drug products from bulk drug substances for use in animals, see FDA’s draft guidance Compounding Animal Drugs 
from Bulk Drug Substances.  For proposed policies pertaining to mixing, diluting, and repackaging biological 
products, see FDA’s draft guidance Mixing, Diluting, and Repackaging Biological Products Outside the Scope of an 
Approved Biologics License Application.  For proposed policies pertaining to repackaged drug products, see FDA’s 
draft guidance Repackaging of Certain Human Drug Products by Pharmacies and Outsourcing Facilities. 

All FDA guidances are available on the FDA guidance web page. FDA updates guidances regularly.  To 
make sure you have the most recent version of a guidance, always consult the guidance web page at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm. 

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
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 29 
II. BACKGROUND 30 
 31 

A. Section 503B of the FD&C Act 32 
 33 
In 2013, the Drug Quality and Security Act created a new section 503B of the FD&C Act, which 34 
describes a new category of compounders called outsourcing facilities.5 Section 503B of the 35 
FD&C Act describes the conditions that must be satisfied for human drug products compounded 36 
by or under the direct supervision of a licensed pharmacist in an outsourcing facility to qualify 37 
for exemptions from the following three sections of the FD&C Act:  38 
 39 

• Section 502(f)(1) (concerning the labeling of drugs with adequate directions for use)  40 
• Section 505 (concerning the approval of drugs under new drug applications (NDAs) or 41 

abbreviated new drug applications (ANDAs)) 42 
• Section 582 (concerning drug supply chain security requirements).   43 

 44 
In contrast to drug products compounded under section 503A of the FD&C Act, drug products 45 
compounded by outsourcing facilities under section 503B cannot qualify for exemption from 46 
current good manufacturing practice (CGMP) requirements in section 501(a)(2)(B) of the FD&C 47 
Act.  Outsourcing facilities are also subject to FDA inspections according to a risk-based 48 
schedule, specific adverse event reporting requirements, and other conditions that help to 49 
mitigate the risks of the drug products they compound.  50 
 51 
One of the conditions that must be met for a compounded drug product to qualify for the 52 
exemptions under section 503B of the FD&C Act is that “the drug is not essentially a copy of 53 
one or more approved drugs.”6  Section 503B(d)(2) defines essentially a copy of an approved 54 
drug as — 55 
 56 

- A drug that is identical or nearly identical to an approved drug, or a marketed drug 57 
not subject to section 503(b) and not subject to approval in an application 58 
submitted under section 505, unless, in the case of an approved drug, the drug 59 
appears on the drug shortage list in effect under section 506E at the time of 60 
compounding, distribution, and dispensing (section 503B(d)(2)(A)); or 61 

- A drug, a component of which is a bulk drug substance that is a component of an 62 
approved drug or a marketed drug that is not subject to section 503(b) and is not 63 
subject to approval in an application submitted under section 505, unless there is a 64 
change that produces for an individual patient a clinical difference, as determined 65 

                                                 
5 See Pub.L. No.113-54, §102(a), 127 Stat. 587, 587-588 (2013).  Under section 503B(b), a compounder can elect to 
register with FDA as an outsourcing facility.  Section 503B(d)(4) defines an outsourcing facility as a facility at one 
geographic location or address that is engaged in the compounding of sterile drugs; has elected to register as an 
outsourcing facility; and complies with all of the requirements of section 503B.  An outsourcing facility is not 
required to be a licensed pharmacy, although compounding must be by or under the direct supervision of a licensed 
pharmacist.  In addition, an outsourcing facility may or may not obtain prescriptions for identified individual 
patients. 
6 See section 503B(a)(5). 



Contains Nonbinding Recommendations 
Draft — Not for Implementation 

   3 

by the prescribing practitioner, between the compounded drug and the comparable 66 
approved drug (section 503B(d)(2)(B)). 67 

 68 
A compounded drug product only qualifies for the exemptions in section 503B if it is 69 
compounded by an outsourcing facility that compounds all of its drugs, both sterile and non-70 
sterile, in accordance with all of the conditions of section 503B.7  A complete list of the 71 
conditions that must be met for a drug product to qualify for the exemptions in section 503B 72 
appears in the guidance For Entities Considering Whether to Register As Outsourcing Facilities 73 
Under Section 503B of the Federal Food, Drug, and Cosmetic Act.  74 
 75 

B. Compounding, Generally 76 
 77 
Compounded drug products serve an important role for patients whose clinical needs cannot be 78 
met by an FDA-approved drug product such as for a patient who has an allergy and needs a 79 
medication to be made without a certain dye contained in an FDA-approved drug product, or an 80 
elderly patient or a child who cannot swallow a pill and needs a medicine in a liquid form that is 81 
not available in an approved product.  Drug products for identified individual patients can be 82 
compounded by licensed pharmacists in State-licensed pharmacies and Federal facilities and by 83 
licensed physicians operating under section 503A of the FD&C Act.8  Drug products can also be 84 
compounded by outsourcing facilities for identified individual patients pursuant to prescriptions 85 
or for distribution to health care practitioners without receiving prescriptions.  Sections 503A and 86 
503B restrict compounding drug products that are essentially copies of commercially available 87 
(section 503A) or approved drug products (section 503B). 88 
 89 

C. Compounded Drugs that are Essentially Copies of Approved Drug Products 90 
 91 
Although compounded drugs can serve an important need, they also pose a higher risk to patients 92 
than FDA-approved drugs.  Drug products compounded by outsourcing facilities in accordance 93 
with the conditions of section 503B are exempt from FDA drug approval requirements and the 94 
requirement to be labeled with adequate directions for use.  Because they are not FDA-approved, 95 
they have not undergone FDA premarket review for safety, effectiveness, and quality.  Although 96 
outsourcing facilities must comply with CGMP requirements and are inspected by FDA 97 
according to a risk-based schedule, their drugs also lack a premarket inspection and finding of 98 
manufacturing quality that is part of the drug approval process.  Because they are subject to a 99 
lower regulatory standard, drugs compounded by outsourcing facilities should only be distributed 100 
to health care facilities or dispensed to patients to fulfill the needs of patients whose medical 101 
needs cannot be met by an FDA-approved drug. 102 
 103 

                                                 
7 See sections 503B(a)(11) and 503B(d)(4)(A)(iii). 
8 Section 503A of the FD&C Act describes the conditions that must be met for a human drug product compounded 
by a licensed pharmacist in a State-licensed pharmacy or Federal facility, or by a licensed physician, to qualify for 
exemptions from sections 501(a)(2)(B), 502(f)(1), and 505 of the FD&C Act.  The conditions applicable to 
compounders seeking to operate under section 503A are discussed in separate guidance documents applicable to 
these entities. 
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The restrictions on compounding drugs that are essentially copies of approved products ensure 104 
that outsourcing facilities do not compound drug products under the exemptions in section 503B 105 
for use in patients who could use an approved product.  Compounding copies of these products 106 
would unnecessarily expose patients to drug products that have not been shown to be safe and 107 
effective.   108 
 109 
In addition to these immediate public health risks, section 503B’s prohibition on producing a 110 
drug product that is essentially a copy of an approved drug product protects the integrity and 111 
effectiveness of the new drug and abbreviated new drug approval processes.  Sponsors would be 112 
less likely to invest in and seek approval of innovative, life-saving medications if an outsourcing 113 
facility could, after a drug is approved, compound “substitutes” that may be less expensive 114 
because they have not gone through the drug approval process.  115 
 116 
Sponsors would also be less likely to seek approval of an ANDA for a generic drug if 117 
outsourcing facilities were permitted to compound drugs that are essentially copies of approved 118 
drugs without going through the ANDA process.  An ANDA must include data to demonstrate 119 
that the drug has the same active ingredient and is bioequivalent to an approved drug.  FDA also 120 
conducts a premarketing inspection of proposed manufacturing facilities before approving the 121 
application.  Section 503B’s restrictions on producing a drug product that is essentially a copy of 122 
an approved drug product protect the integrity of both the new drug and the abbreviated new 123 
drug approval processes. 124 
 125 

D. Compounded Drugs that are Essentially Copies of Unapproved Non-126 
Prescription Drug Products  127 

 128 
The definition of essentially a copy of an approved drug in section 503B(d)(2) also refers to drug 129 
products that are not subject to section 503(b) (i.e., non-prescription drug products) and that are 130 
not subject to approval in an application submitted under section 505.  Congress did not provide 131 
exemptions under section 503B for such drugs, which ensures that outsourcing facilities do not 132 
compound unapproved over-the-counter drug products under the exemptions in section 503B. 133 
Such products may be produced only under the same requirements that apply to other drug 134 
manufacturers. Section 503B also protects FDA’s drug monograph process.  FDA has an 135 
ongoing process to evaluate the safety and effectiveness of over-the-counter (OTC) medications, 136 
and if the Agency determines that an OTC drug meeting certain conditions is generally 137 
recognized as safe and effective, it will publish a final monograph specifying those conditions.  138 
Compounding copies of such drug products would undermine the process that drug 139 
manufacturers must comply with, which includes a set of specific regulatory requirements that 140 
limit the formulation of the drug product, and both the content and format of its labeling.   141 
 142 
III. POLICY 143 
 144 
Under section 503B(a)(5) of the FD&C Act, a compounded drug must not be essentially a copy 145 
of one or more approved drugs.   146 
 147 

A. Definition of Essentially a Copy of an Approved Drug 148 
 149 
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The definition of essentially a copy of an approved drug has two components, specified in 150 
sections 503B (d)(2)(A) and 503B(d)(2)(B) of the Act.  Section 503B (d)(2)(A) applies to a 151 
compounded drug that is “identical or nearly identical” to an approved drug or an unapproved 152 
non-prescription drug.  All other compounded drugs are evaluated under section 503B (d)(2)(B).  153 
FDA applies these provisions as depicted in the diagrams in Appendices A and B.  154 
 155 
The definition of essentially a copy of an approved drug in section 503B(d)(2) addresses both 156 
drug products approved under section 505 and marketed drug products that are not subject to 157 
section 503(b) and that are not subject to approval in an application submitted under section 505. 158 
 159 
For purposes of this provision: 160 
 161 

• Approved drug means a drug product that is approved under section 505 of the FD&C 162 
Act and does not appear on the list described in subsection 503B(a)(4) of drugs that have 163 
been withdrawn or removed from the market because such drugs or components of such 164 
drugs have been found to be unsafe or not effective. 165 

• Marketed drug not subject to section 503(b) and not subject to approval in an application 166 
submitted under section 505 means any non-prescription drug product marketed without 167 
an approved application.9  We refer to these products as covered OTC drug products 168 
throughout the remainder of this guidance document. 169 

• A drug appears on the drug shortage list in effect under section 506E if the drug is in 170 
“currently in shortage” status (and not in “resolved” status), as indicated in FDA’s drug 171 
shortage database.10 172 

 173 
In the discussion that follows, in subsection 1, we explain how we intend to apply the definition 174 
of essentially a copy of an approved drug in section 503B(d)(2) when the compounded drug is 175 
compared to an approved drug, and then in subsection 2, we explain how we intend to apply this 176 
definition when the compounded drug is compared to a covered OTC drug product. 177 
 178 

1. Application of the “Essentially a Copy” Definition in Section 503B(d)(2) When the 179 
Compounded Drug Is Compared to an Approved Drug (see Appendix A) 180 

 181 
a. Compounded drugs that are identical or nearly identical to an approved drug (section 182 

503B(d)(2)(A)) 183 
 184 
Under section 503B(d)(2)(A), a compounded drug is essentially a copy of an approved 185 
drug if the compounded drug is identical or nearly identical to an approved drug unless 186 
the approved drug appears on the drug shortage list in effect under section 506E at the 187 
time of compounding, distribution, and dispensing. 188 

 189 
                                                 
9 This includes unapproved OTC drugs whether they are marketed under FDA’s OTC Drug Monograph Review 
program or outside the monograph system. 
 
10 See http://www.accessdata.fda.gov/scripts/drugshortages/default.cfm. 

http://www.accessdata.fda.gov/scripts/drugshortages/default.cfm
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i. Identical or nearly identical (Appendix A, box 1) 190 
 191 

FDA intends to consider a compounded drug product to be identical or nearly identical to 192 
an approved drug if the compounded drug product and the FDA-approved drug have the 193 
same: 194 

• active ingredient(s),  195 
• route of administration,  196 
• dosage form,  197 
• dosage strength, and 198 
• excipients.11  199 

 200 
A compounded drug product that has all of these characteristics in common with an 201 
FDA-approved drug product is essentially a copy of an approved drug, unless the 202 
approved drug appears on FDA’s drug shortage list at the time of compounding, 203 
distribution, and dispensing.  If a compounded drug product is identical or nearly 204 
identical to an approved drug that is not on FDA’s drug shortage list at the time of 205 
compounding, distribution, and dispensing, the compounded product is essentially a copy 206 
and an outsourcing facility may not produce it under section 503B.   207 

 208 
In establishing this policy, FDA considered the following. Under section 503B(d)(2)(A), 209 
the identical or nearly identical compounded product cannot be exempted from the 210 
copying restriction by a prescriber determination that there is a change to the 211 
compounded product that produces a clinical difference for an individual patient.  212 
Compounded products meeting the criteria outlined above are not expected to contain 213 
changes from an approved drug that would produce such a difference.   214 
 215 
A compounded drug that is identical or nearly identical to an approved drug is not 216 
considered essentially a copy if the approved drug is in shortage at the time of 217 
compounding, distribution, and dispensing.12  In such a case, the outsourcing facility can 218 
compound the drug provided that it complies with the other conditions of 503B.  It is 219 
important to patients and prescribers that compounded drugs prepared to address a 220 
shortage closely resemble the drug in shortage, and for that reason, the statute seeks to 221 
allow compounders to compound drugs that are as close as possible to the drug in 222 
shortage.13 A compounded drug product with the characteristics described in our policy 223 
would be the same as the approved drug in several important respects.  The active 224 
ingredient is the substance in a drug product that is intended to furnish pharmacological 225 

                                                 
11 In some cases, information about the excipients contained in an approved drug is not publicly available and not 
known to the outsourcing facility.  In such cases, FDA does not intend to consider whether the compounded drug 
has the same excipients that the approved drug is labeled to contain in determining whether a compounded drug is 
identical or nearly identical to an approved drug.   
12 Distribution means that a compounded human drug product has left the facility in which the drug was 
compounded.  Distribution includes delivery or shipment to a physician’s office, hospital, or other health care setting 
for administration and dispensing to an agent of a patient or to a patient for the patient’s own use.  
13 See footnote 11.  
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activity or other direct effect in the diagnosis, cure, mitigation, treatment, or prevention 226 
of disease or to affect the structure or function of the body.  Dosage form is the way of 227 
identifying the drug in its physical form, and route of administration describes the way a 228 
drug is administered to the body.  Inactive ingredients (also known as “excipients”) may 229 
include preservatives, dyes, and flavorings.  The dosage strength of a drug product 230 
indicates the amount of the active ingredient that is present in each dosage. 231 
 232 
If the outsourcing facility compounds a product that differs on one or more of these 233 
characteristics, we generally would not consider the product to be identical or nearly 234 
identical.  As described below, if the compounded drug product is not considered 235 
identical or nearly identical under section 503B(d)(2)(A), it would then be evaluated 236 
under section 503B(d)(2)(B). 237 
 238 
Outsourcing facilities seeking to compound drugs under this provision should also take 239 
note that other provisions of the FD&C Act contain requirements for drug product 240 
formulation and packaging that are important for patient safety.  In particular, drug 241 
products compounded in accordance with section 503B remain subject to adulteration 242 
and misbranding provisions of the FD&C Act including, but not limited to, section 243 
501(b) (concerning drug products that are recognized in an official compendium and 244 
whose strength differs from, or whose quality or purity falls below, the standards set forth 245 
in such compendium) and section 502(g) (concerning drug products that are recognized 246 
in an official compendium and that are not packaged and labeled as prescribed therein).   247 

 248 
ii. Compounded drugs that are identical or nearly identical to an approved 249 

drug on FDA’s drug shortage list after the shortage is resolved (Appendix 250 
A, box 2) 251 

 252 
As explained above, under section 503B (d)(2)(A), a compounded drug is not essentially 253 
a copy of an approved drug if the approved drug appears on FDA’s drug shortage list at 254 
the time of compounding, distribution, and dispensing.  However, FDA recognizes that 255 
there may be circumstances in which a drug product is in shortage when the outsourcing 256 
facility compounds the drug, but the shortage is resolved before the outsourcing facility 257 
distributes it.  FDA does not intend to take action against an outsourcing facility for 258 
filling orders that it received for a compounded drug that is identical or nearly identical to 259 
an approved drug that was on FDA’s drug shortage list at the time that the outsourcing 260 
facility received the order, provided the drug also appeared on the FDA drug shortage list 261 
within 60 days of the outsourcing facility distributing or dispensing the drug.14   262 

                                                 
14 An outsourcing facility may not be able to predict when a drug shortage will be resolved, and the facility may 
have orders for a compounded drug in-house that were in progress when the drug was removed from FDA’s drug 
shortage list (e.g., the outsourcing facility may have compounded a drug while it was in shortage, but the shortage 
ended while the outsourcing facility awaited the results of sterility testing before release).  This policy provides 
some regulatory flexibility when an outsourcing facility fills orders that it received for a compounded drug while the 
drug was in shortage.  FDA may take regulatory action, however, if an outsourcing facility continues to fill new 
orders for the compounded drug after the approved drug is removed from FDA’s drug shortage list, or if it continues 
to fill orders more than 60 days after the drug has been removed from FDA’s drug shortage list.  
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 263 
b. Compounded drugs that contain a bulk drug substance that is a component of an 264 

approved drug (see Appendix A, boxes 3 and 4) 265 
 266 
Under section 503B(d)(2)(B), a compounded drug product is essentially a copy of an 267 
approved drug if a component of the compounded drug product is a bulk drug substance15 268 
that is also a component of an approved drug, unless there is a change that produces for 269 
an individual patient a clinical difference, as determined by the prescribing practitioner, 270 
between the compounded drug and the comparable approved drug.  271 

 272 
i. Using the same bulk drug substance (Appendix A, box 3) 273 

 274 
If a component of the compounded drug is a bulk drug substance that is also a component 275 
of an approved drug, the compounded drug product is essentially a copy of an approved 276 
drug and cannot be compounded under section 503B, unless there is a prescriber 277 
determination of clinical difference, as described below.16  This provision applies to a 278 
compounded drug whether it was compounded from bulk drug substances or from drugs 279 
in finished form.   280 
 281 

ii. Prescriber determination of clinical difference (Appendix A, box 4) 282 
 283 

If an outsourcing facility compounds a drug, the component of which is a bulk drug 284 
substance that is a component of an approved drug, there must be a change that produces 285 
a clinical difference for an individual patient as determined by the prescribing 286 
practitioner.  If an outsourcing facility intends to rely on such a determination to establish 287 
that a compounded drug is not essentially a copy of an approved drug, the outsourcing 288 
facility should ensure that the determination is on the prescription or order (which may be 289 
a patient-specific prescription or a non-patient specific order) for the compounded drug.   290 
 291 
FDA is aware that a health care practitioner who orders a compounded drug from an 292 
outsourcing facility for office stock will not know the identity of the individual patients 293 
who will receive the compounded drug at the time of the order.  In that case, the 294 
outsourcing facility should obtain a statement from the practitioner that specifies the 295 
change between the compounded drug and the comparable approved drug and indicates 296 
that the compounded drug will be administered or dispensed only to a patient for whom 297 
the change produces a clinical difference, as determined by the prescribing practitioner 298 
for that patient.  Such assurances should be provided by a person able to make the 299 
representation for the health care practitioner.  300 

                                                 
15 Title 21, section 207.3(4) of the Code of Federal Regulations defines the term bulk drug substance to mean “any 
substance that is represented for use in a drug and that, when used in the manufacturing, processing, or packaging of 
a drug, becomes an active ingredient or a finished dosage form of the drug, but the term does not include 
intermediates used in the synthesis of such substances.” 
16 FDA expects that if a compounded drug has the same bulk drug substance as an approved drug, the two drugs 
have the same active ingredient. 
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 301 
For example, a hospital may need an FDA-approved drug combined with a particular 302 
diluent in infusion bags to administer to patients during surgery.  The pharmacy manager 303 
for the hospital could order the compounded drug from an outsourcing facility and 304 
document on the order that the compounded drug will only be administered to patients for 305 
whom the prescriber determines that this formulation will produce a clinical difference 306 
from the comparable approved drug.  Similarly, a physician who regularly treats patients 307 
with an allergy to an inactive ingredient in a particular approved injectable drug product 308 
could order a compounded version of the drug for office use from an outsourcing facility 309 
provided that he or she includes a statement on the order that removing the particular 310 
inactive ingredient produces a clinical difference for his or her individual patients and 311 
that he or she will provide the drug only to patients with that particular clinical need. 312 
 313 
Many outsourcing facilities compound non-sterile drugs in addition to sterile drugs.17  All 314 
drugs compounded by an outsourcing facility must be compounded in accordance with 315 
section 503B, including the prohibition on compounding drug products that are 316 
essentially copies of approved drug products in order for any of them to qualify for the 317 
exemptions provided in section 503B.18  For example, a hospice may need a compounded 318 
liquid formulation of a drug that is only approved in capsules to treat elderly patients who 319 
cannot swallow capsules.  The pharmacy manager for the hospice could order the 320 
compounded drug from an outsourcing facility and document on the order that the liquid 321 
formulation produces a clinical difference for hospice patients who are unable to swallow 322 
capsules and that the compounded drug will be dispensed only to a patient whose 323 
prescribing practitioner determines that the liquid formulation will produce this clinical 324 
difference for the patient.   325 

 326 
FDA does not believe that a particular format is needed, provided that an order for office 327 
stock (i.e., not patient-specific) clearly identifies the relevant change and the clinical 328 
difference produced for patient(s), as determined by the prescriber.  For example, the 329 
following would be sufficient:  330 

 331 
• “Liquid form, compounded drug will be prescribed to patients who can’t swallow 332 

tablet” (if the comparable drug is a tablet) 333 

• “Dilution for infusion solution to be administered to patients who need this 334 
formulation during surgery” (if the comparable drug is not available at that 335 
concentration, pre-mixed with the particular diluent in an infusion bag) 336 

•  “1 mg, pediatric patients need lower dose” (if the comparable drug is only 337 
available in 25 mg dose) 338 
 339 

                                                 
17 An entity that only compounds non-sterile drugs does not meet the statutory definition of an outsourcing facility in 
section 503B(d)(4) of the FD&C Act.  The definition states, in part, that an outsourcing facility “is engaged in the 
compounding of sterile drugs” (section 503B(d)(4)(i)).   
 
18 Under section 503B(a)(11), a compounded drug can qualify for the exemptions from section 503B only if all of 
the facility’s compounded drugs are compounded in accordance with section 503B. 
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An order that only identifies the product formulation, without more information, would 340 
not be sufficient to establish that the determination described by section 503B(d)(2)(B) 341 
has been made. 342 
 343 
Many outsourcing facilities also compound drug products based on prescriptions for 344 
identified individual patients.  The following are examples of statements on a patient-345 
specific prescription that could be used to document the prescriber’s determination that a 346 
compounded drug has a change that produces a clinical difference for a particular patient: 347 

 348 
• “No Dye X, patient allergy” (if the comparable drug contains the dye) 349 

• “Liquid form, patient can’t swallow tablet” (if the comparable drug is a tablet) 350 

• “150 mg drug X in 120 ml cherry-flavored Syrup USP,  patient needs alcohol-free 351 
preparation (if the comparable drug is only available in formulations that contain 352 
alcohol)  353 
 354 

However, if a prescription identifies only a patient name and product formulation, this 355 
would not be sufficient to establish that the determination described by section 356 
503B(d)(2)(B) has been made.   357 
 358 
Note also that the clinical difference identified on either a patient-specific prescription or 359 
order, or non-patient specific order, must be produced by the “change” between the 360 
outsourcing facility’s product and the approved drug (i.e., a change in product 361 
formulation).  Other factors such as a lower price are not sufficient to establish that the 362 
compounded product is not essentially a copy of the approved drug. 363 

 364 
If a prescription or order does not make clear that the determination required by section 365 
503B(d)(2)(B) has been made, the outsourcing facility may contact the prescriber or 366 
health care facility, and if the prescriber or health care facility confirms it, make a 367 
notation on the prescription or order that the prescriber has determined that the 368 
compounded product contains a change that produces a clinical difference for patient(s).  369 
The notations should be as specific as those described above, and the date of the 370 
conversation with the health care facility or prescriber should be included on the 371 
prescription or order.   372 
 373 
FDA generally does not intend to question the determinations of clinical difference that 374 
are documented in a prescription or order as described above.  However, we do intend to 375 
consider whether a prescription or order relied upon by an outsourcing facility to 376 
establish that a drug is not essentially a copy documents that the determination was made.  377 

 378 
iii. Essentially a copy of one or more approved drug products 379 

 380 
Under section 503B(a)(5), a compounded drug product must not be essentially a copy of 381 
one or more (emphasis added) approved drug products.  When applying section 382 
503B(d)(2)(B), FDA intends to consider a compounded drug product that has bulk drug 383 
substances that are components of one or more approved drugs to be essentially a copy of 384 
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an approved drug product, unless the prescribing practitioner determines that there is a 385 
change that produces a clinical difference for an individual patient between the 386 
compounded drug product and the comparable approved drug.  For example, if there are 387 
two approved drug products that are tablets, one containing 5 mg of active ingredient A 388 
and the other containing 10 mg of active ingredient B and the outsourcing facility 389 
compounded a tablet that offered both active ingredients in the same dosage strengths, the 390 
compounded drug would be essentially a copy absent a prescriber determination of 391 
clinical difference.   392 

 393 
2. Application of the “Essentially a Copy” Definition in Section 503B(d)(2) When the 394 

Compounded Drug Is Compared to a Covered OTC Drug Product (Appendix B) 395 
 396 

a. Compounded drugs that are identical or nearly identical to a covered OTC drug 397 
product (section 503B(d)(2)(A)) (Appendix B, box 1) 398 

 399 
Under section 503B(d)(2)(A), a compounded drug is not considered essentially a copy of 400 
an approved drug if it is identical or nearly identical to an approved drug that appears on 401 
FDA’s drug shortage list at the time of compounding, distribution, and dispensing.  The 402 
statute does not provide a similar exemption from the definition in section 503B(d)(2) if 403 
the compounded drug is identical or nearly identical to a covered OTC drug on FDA’s 404 
drug shortage list.  Therefore, FDA intends to apply the same policy described above in 405 
section III.A.1.a to OTC monograph drugs, with one exception.   406 

 407 
If a compounded drug is identical or nearly identical to a covered OTC drug under 408 
section 503B(d)(2)(A), the compounded drug is essentially a copy of an approved drug, 409 
and the appearance of the covered OTC drug on FDA’s shortage list does not change that 410 
result; the drug cannot be compounded under section 503B.19  If the compounded drug is 411 
not identical or nearly identical to a comparable drug, it must be evaluated under section 412 
503B(d)(2)(B), as described below. 413 

 414 
b. Compounded drugs that contain a bulk drug substance that is a component of an 415 

covered OTC drug product (section 503B(d)(2)(B)) (Appendix B, box 2) 416 
 417 

Under section 503B(d)(2)(B), a compounded drug product is essentially a copy and 418 
cannot be compounded under section 503B if a component of the compounded drug 419 
product is a bulk drug substance20 that is also a component of a covered OTC drug, 420 
unless there is a change that produces for an individual patient a clinical difference, as 421 
determined by the prescribing practitioner, between the compounded drug and the 422 
comparable approved drug.  A clinical difference between the compounded drug and an 423 
unapproved drug (such as a covered OTC drug) does not exempt the compounded drug 424 
from the definition in section 503B(d)(2)(B). 425 

                                                 
19 The compounded drug would not be essentially a copy if it was also identical or nearly identical to an approved 
drug on FDA’s drug shortage list, but this would be a very rare case. 
20 See footnote 15. 
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 426 
c. Essentially a copy of one or more approved drug products21 427 

 428 
Under section 503B(a)(5), a compounded drug product must not be essentially a copy of 429 
one or more approved drug products.  When applying section 503B(d)(2)(B), FDA 430 
intends to consider a compounded drug product that has bulk drug substances that are 431 
components of one or more approved  drugs to be essentially a copy of an approved drug 432 
product unless the prescribing practitioner determines that there is a change that produces 433 
a clinical difference for an individual patient between the compounded drug product and 434 
the comparable approved drug.  For example, if there are two approved drug products 435 
that are tablets, one containing active ingredient A and the other containing active 436 
ingredient B, and the outsourcing facility compounded a tablet that offered both active 437 
ingredients, the compounded drug containing active ingredients A and B would be 438 
essentially a copy absent a prescriber determination of clinical difference.   439 
 440 
If a bulk drug substance is a component of a covered OTC drug and an approved drug, 441 
the bulk drug substance can be evaluated as a component of an approved drug, as 442 
described in section III.A.1 of this guidance.   443 

 444 
B. Recordkeeping 445 

 446 
Outsourcing facilities should maintain records to demonstrate compliance with the essentially a 447 
copy provision in section 503B(a)(5).  For example, where an outsourcing facility has 448 
compounded a drug that is evaluated under 503B(d)(2)(B) and a component of the compounded 449 
drug is a bulk drug substance that is a component of an approved drug,  the outsourcing facility 450 
should maintain prescription or order records of a prescriber’s determination of clinical 451 
difference as described above in section III.A.1.b.ii. 452 
 453 
In addition, if the outsourcing facility compounded a drug that is identical or nearly identical to 454 
an approved drug product that appeared on FDA’s drug shortage list, the outsourcing facility 455 
should maintain documentation (e.g., a notation on the order for the compounded drug) regarding 456 
the status of the drug on FDA’s drug shortage list at the time of compounding, distribution, and 457 
dispensing. 458 

459 

                                                 
21 This scenario is not depicted in the diagrams in the appendices. 
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APPENDICES A & B 460 

 461 
462 
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